/0/540/C£

Placebo vs. RSG 4 mg bid

HbAlc %
Baseline
26 weeks
delta

Weight (kg)
Baseline
26 weeks
delta

Placebo RSG Difference
(n=185) (n=197)

8.93 9.04

9.72 8.37

0.79 -0.67 -1.45

88.4 88.5

87.4 01.7

0.9 33 . +4.2



LDLIHDL: Placebo vs. RSG 4 mg bid

LDLIHDL  Placebo (n=)I185  RSG (n=197)

Baseline 3.02 3.02

26 weeks 2.85 3.12

Delta (median) 0.17* 0.06
Difference 0.22"

from placebo



Glyburide titration (7.5 mg median)
vS. RSG 4 mg bid

Glyburide RSG

HbAlc
Basdline 8.15 8.21
26 weeks 7.43 7.68
delta -0.72 -0.53
Weight gain 1.90 2.95

difference 1.05%



Withdrawals. Glyburide vs. RSG (4 mg bid)

Lack of Hypoglycemia
Efficacy
Glyburide / 6

RSG 15 !



Metformin (2.5 g)vs. RSG (4 mg bid)

Metformin RSG
HbA1c% +0.11 tl.3
Weights (kg) -1.3 +2.7
LDL/HDL +0.08 +(0.49

VLDL +3.0 +11.5



VLDL
Metformin (2.5 g)vs. RSG (4 mg bid)

M etformin RSG
Basdaline 15.8 20.6
26 weeks 21.4 35.4

Change 3.0 11.5



ALT >3xULN (Controlled Trias)

Trial: Duration Patients

Acarbose -6-12 m Placebo

Miglitol ~6-12 m Placebo

Metformin 29 weeks Placebo,

Troglitazone ~6 m

Glyburide
Metformin.

Placebo

ALT >3xULN
0.6% (5/865)

0.6% (3/545)

0.4% (4/921)

0.6% (3/475)



ALT elevations with Troglitazone

>3xULN

>5xULN
>8xULN

30xULN

Continued Withdrawn

25

22
8

0

23

20
14

5

Total
(n=2510)
48 (1.9%)

42 (1.7%)
22(0.9%)

5 (0.29%)



ALT elevations with RSG

Continued Withdrawn Total (n=442 1)

>3xULN 6 5 11 (0.25%)

>5SxULN 5 5 10 (0.23%)

~8xULN 2 0 2 (0.05%)
>30xULN 0 0 0



Rosiglitazone

. Advantages . Disadvantages
— durable —weight T7T
— lower insulin —~LDL/HDL T
evels _ anemia
— 1655 | — edema
nypoglycemia




